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In addition to malignant tumors of the lymphatic system,
Newberne (1979) observed an alteration referred to as immunoblastic
cell proliferation in the spleen and, occasionally, in the lymph
nodes of some members of all groups except the positive controls
(groups 8 and 12). The incidence of this abnormality in nitrite-
treated animals, however, was greater (11.2%) than in the untreated
animals (7%).  The disease in humans, which is histologically similar
to that observed in rats, is considered by some to develop into
lymphoma; others consider it not to be preneoplastic.

Newberne interpreted these results to indicate that nitrite is
an enhancer or promoter of carcinogenesis in rats.

After Newberne's report was submitted, a Government Interagency
Working Group on Nitrite Research reviewed a sample of histological
slides from that study and decided that there was sufficient differ-
ence of opinion in the diagnoses to warrant a further evaluation of
the histopathological findings. The Universities Associated for
Research and Education in Pathology (UAREP), a nonprofit consortium
of 15 universities organized to carry out educational and research
activities in pathology, was selected by the FDA to review the slides
(Food and Drug Administration, 1980a). A Joint Committee of Experts,
which was established by the UAREP to perform this review, diagnosed
fewer lymphomas than Newberne had reported (Food and Drug Adminis-
tration, 1980a). The disparity between the two series of diagnoses
involved the differentiation of lymphomas from extramedullary hema-
topoiesis, plasmacytosis, or histiocytic sarcoma. Furthermore, the
committee was unable to confirm Newberne's diagnosis of immunoblastic
hyperplasia.

In its final report to the FDA, the Government Interagency
Working Group summarized its assessment of the UAREP committee's
findings as follows:

"The major result of the histopathology review
was that most of the lymphoma diagnoses originally
reported were not confirmed. A relatively high
incidence of lymphomas had been reported by
Dr. Newberne, with a significant increased
incidence in the total combined treated groups
as compared to combined controls. The UAREP
pathologists, on the other hand, diagnosed
very few lesions as lymphoma, with a resulting
reduction of incidence to approximately 1 percent
among treated and control groups. This rate of
lymphoma incidence is similar to that usually
seen spontaneously in Sprague-Dawley rats.